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1 1—087929 



(2) m^tit^m^mmm^mmt^^n 

[ft^5(6] hffi5fc©IgHiBt^-£J:tfb: h fi5fc<Z>IgUPUa>£^-£ 

[ft##7] MOD^-r-SIgHM^^itKlgL^it^^^SfM^^ b 

m&vm.fc^'V&v. umMB^-js&zfigLmmte^cDn^Mm (cdr) 
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• 



mm. 

Hitter k h mMr$> & m ^m. 9 tm<Dmm^mmm 0 
sst ^ 9 mmvBM&mmm. 

im^m 1 6] IgH^it^fej:tXlgL^>g^-©^^^^t h filiate 
-?T'&'A IgHM^J3J:^IgL^il^<Z)MoJ^I^ (CDR) m¥thmte<D 
5t^TS>Sff^:^9SB«(D^H^mMc 

[^9?©f¥if«M] 
[0 0 0 0 1] 

- © ^^ft £ #) -5 # s ic m -r £ o 

[0 0 0 0 2] 
[0 0 0 0 3] 



2 
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*l^lig#imc2#©^2Ky'>C:7 r ^K$ft ( H IB fcu¥ litis) £2;fc<D$gv^y 
, *B£jcs;*;i/:7-f F*£i§>Ti£fitu Lim^ti-Ttu H^ic^^;i/^w Fffi&h 

t^5„ fit, I^l^Hi, Lilli^tl ^1*1^1^ (VH, VL) , gfli (CH 
, CL)£/£LTV^ 0 
[0 0 0 04] 

#: (^7 *n^--;i^#) £iM«£#>lCti, #mfcHitfc¥f§g;M£^£& 

zi- - ^ ^ =l jvty =l $ -i y it, —-D<Di8^.m.M^t^^u~^ms^tm^^ 

ture, 256, 495, 1975) „ ^ J V D-*--;i/£t#ti, Jl3ZE©jfil^f £># h tlZlfLfo 

^£*^E#M^lc/&M£ti£<fc?tcfco£:o 

[0 0 0 0 5] 

M^T^^^ii^^^^prtglC^ofeo iitf, (Ochi) ^^li, A^-r- 

>#Ml$&V?*IgM&5fe©HiUt>£^- U) ilL^^ (k) *m3LT*2b& 

^^g^LTV^ (Proc. Natl. Acad. Sci. USA vol.80, 6351 (1983)) » 
[0 0 0 0 6] 

LfrU j\4 F-v©Jfi{*£M:fcU:te<, t F- 1 F/W F-vtcfc 

5£^#©jg£fi#*B:*i-S©©?g&#3tlTV^ (Cellular immunology, 115 
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^¥1 1-0 8 7 9 2^ 

, 325-333(1988)) „ Lfr L&ifi h Z.<Dfrmz J: o T 

[0 0 0 0 7] 

©^^ifel^ftSfeft, dhfr3Se^^*^>^** (GS) jtfi^&JiV* 
S«JMe«ite^ ^ -©3lf-m$:iil('I•r^*^^^|g$tlT^^-5 (W081/02426 
, W087/04462) . 

(2) #e>*l£7E?5Cfe^ft$:$Jx.tf, ^Vhl/^rt-f h (MTX) fc-SV^isft;* 
[0 0 0 0 8] 
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#^1 1-0 8 7 9 2 9 
(1) Hit£«fctf Litit^£MlC#A-£-r, 

[0 0 0 0 9] 

HI, F-vJCfcS^y *n^-/l4fi#©^M#|qLkb;fc:£ H 

[0 0 0 1 0] 



5 
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4$¥1 1 — 0 8 7 9 2 



<fc »; & s zl t. £ h %> ^ y ? n ±- Jittik 

(2) aufls^iffi?L»i&ffi3R©«iiiii&-e*s (i) mm<D^; ?uj--jittft(Dmm. 

(3) Mutf/wyy F-^T&s (l) fE«©^y *n^-;i^#©§ei*& 

o 

(l) 12*©^ ^/^©JKt^es. 
* (i) f2«©^y ^n-^-- A^©^at^^„ 

(7) «Hiia©^-rsigH«l31^feJ:tJtigL^3fte-f M&3fc©3*fc 

s (i) szm<D^=j ? u±~ Kififonmik-ftm* 

T-T*&*j, i*B«iaie-?fcj:arigLiaaie^©««ra!M« ccdr) ^th6^ 

(10) ^n^—;^#5:^^t-SMj^^iiS?LK»%fi*T^^> (9) fB«© 
(1 1) ^y^Dt-A^^^itslMM :/U F-7t'fe5 (9) IH« 

(l 2) ^y?n^- ^m^^^jgi-sUffflgoigH^it^^^^igL^it^-?^ 
(13) ^Af SlgH£3H£^#^y ^nt-;i/^ft|;4it5|||ji^ t§IgH 
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(1 6) IgH^it^feJ:^IgL^^©^SM^c**H h**©31^t?^y, 
IgH^»^fcJ:UtIgL^^©M«r^M^ (CDR) hS*©lfi^* 
* (9) s2«tf)^K«gl« 0 
[00 0 1 1] 

(A) * n^--;i/^#: 

IgD, IgE, IgG, IgMCD-T^T^M^-g-^, -^©triMtt, Kltt^ft^t)© 
PTH^©^;i/^>, FCF, VEGF^CDjfiilf^jERS^H^ ^-fh^-f 

-f3r>. MCAF, MIP-l^©^*^ > % SCF. G-CSF^O^jfilH^, TNFa^ffi^ff 

igG©igH^£i g Liitf)i^M^&£v^^nj^f£^ (cdr) ^S^M^ii 



[00 0 1 2] 

(B) IgHfitit£^, IgUHit^ 
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^ #f 1 1-0 8 7 9 2^ 

IgD, IgE, IgG, IgMSrn- K-rsae^-Sr-^tJ. m^'lifc^-T £^JCIC 

SttKfcfcv*. Html** M^kffuxE L£-9--f CMV, HCV^© ? 

PTH^CD/Jn;!/^ >, FCF. VEGF^©jfil'f7£j&giliE-?-#&£>tf 

3£SM«S:-&tf1S«©«^, &W*&«I&M& (CDR) £ 

igH^^fi^it^tc^m^ga^co^igftsa^n- K-rsaris 

[0 0 0 1 3] 

(c) mm 

«fc < , £ fctftttStte^- £ 3» Ai" -5 Z. £ tc «fc y & srii^tSJi^C 
(PBL) (CHOaHfe) &%Stf<5 

£t h^S 2 U^-)lfiLfo%:m&-tZ>M71-7.24mM (Biochem. Biophys. Res. 
Commun., Vol. 142, 805 (1987)) Nature genetics vol.15, 146-156 
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[0 0 0 1 4] 

(i) gi^t-rs^y ^□•^-^m^^^^-r^M^^H^ii^^^D-- 

(3) f^tit^l«i«^Mt5 

3 £ tc £ y nig-r & 3 1 ^t'ts. 

;U£3' RACE&SVMiS* RACE^<Z>PCR&#©:£&lCj: »J ^ n - — >y&fT^ r fctC 
^CMV, HCV#©? ^ PTH^tf)*;!/^^ fcf, vegf^© 

(W091/10741, Nature genetics vol.15, 146-156(1997)) ^ftgtMl. 

n - :7DN A IC U- — >$\ &<5V*&RT— PC R^?#);?jSjIC J: U 

i^tf-etS. 5'RACElCj:SH^oI^^cS:n- Ki-Sai^O^n- 

(i) gw©^ j ?u—f-jvffitfiitm.£.-t zmm*. y vo\yK + RM^mm. mm-? 
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^ 1 1 -0 8 7 9 2^ 

So 

(2) ^e>tl^polyA + RNA©^^% (cDNA) IC 7 *$~f jt — DNA&'j^Jf 
-^a>LTPCRMiSDNA^Mt5. 

(3) Hmfeigmvyt&mmpjziSj £izHm.fe??;*£-7^ j v-&#j&-r<5 0 

(6) ±gj (5) V-SrMV\TH^PCR$:^e> 0 

[0 0 0 1 5] 
(□) fS^^*^ K (^?#-) 

3fr5l:/5;*S K (^*#-) tt, ^SC«g|'r«j|!|lIJBa©SStc3gLfca:>/\>-9- 
^S. #1*1*, pcD2. pBSV, CMD, pSV2^CD ^ ^ K^<? # - ~ h# 

v z - •& m ^ z> r 1 asmn z> „ 

^^H^e^-^^^^L^Jt^SrKI^-rS^^^rgS (09* tf, Mol Immu 
nol, vol. 27, 809(1990), #§§Bg6 0- 1 5 5 1 3 2-5§^##M) . * fe, St 

«J:'JlTe)3t^T'§5 (05*. li, ^Bg6 2- 5 0 0 3 5 2^t#I) „ 
[0 0 0 1 6] 
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-t&fct., ^-^7-*^ («iA«**v>f s/>wtt3te^-) ^si^-rs 

•5. 

[0 0 0 1 7] 

v*#t#£g|B zm-tz. fit, ^©M^JS-^^m^^-e^-t^r £tc <t y 

^SjfiSS, SDS-3KU 7* U JV7 5. F^Sj^SfrSfefc JfO^fi© 
#TtC, miL-8H MgG2££H1-&7\.Y K-vj; yHs^$:3— Fi'-Sjii'fS 
[0 0 0 1 8] 

immmii m^>j F-^K2.2.i©§gii 

in-?g|! (NS0-bcl2) i:iK^bT^>f^U F-VK2.2.l£#£: (Michael Me 
ndez et al, Nature genetics vol.15, 146-156(1997)) 0 
[0 0 0 1 9] 



1 1 
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[^6£$I2] /W zfV F-VK2.2.1fr £>©H^#|g 

K-VK2.2.1^e>FastTrack kit (Invitrogen) fc^TpolyA+RNAfc 

ft^TMarathon cDNA Amplification kit (CLONTECH) SrJgVNT, 5' RACE&?t 

A>r^U F-VK2.2.1^e>#e>tlfc P oIyA + RNA^^^:LT#^tlfc c DN 

Atr^-DNAS:5>f^-^3>lTPCRM»SDNA^U Hg| 
^S^c^5-fV-HG2-3-437 (@E#J#^2) £ 7 #zf* - D N A V- tC J: 

SPCR&frV^ SP^S*iH^JS:ii*Sbfc. ft fctlfc P C Rjg^fcDye Terminat 
or Cycle Sequence kit (PE Applied Biosystems) IC J: U i£3SS2#I 1/ £:„ 

4-21 «B^J#^3) ;J3J:tfCG2-l (S^J#-^4) &-&/£Lfc. ^-f T-VH4-21 
fe«fcOfCG2-lS:MV^TMPCR$:fTV\ ft D N A tf>iM@H?iJ &Dye Terminal 

or Cycle Sequence kit (PE Applied Biossystems) iCfcy&JgL, H|^cD 

[0 0 0 2 0] 

ftb*l£/\>f K-VK2.2a&3fc©H&cDNA&pLS407©EcoRlif>f Mc#AL 
, 3S3!^*#-pDH502 (ilg) £ft£«, 

;Sfi<fr& £*x£cDNAliCMV:r:>7\ >-*j- — / - rj h UBT^f ^yn^-^-JCj; »J 

*VMx*-fe>f h (MTX) T-S^^S^^tC^-if^f >StlTVxS„ 
/W :/U K-VK2.2.1(C^Jg^^^^ FpDH502$:a:^^ h n rf< V~ */ a >fc J: 
U 3)1 ft, (IMDM (JRH BIOSCUENCE), 10%FBS, 300mM MTX) rf» 

■e4tlttfe»l 0 0«©^jgC«S|#S:^_r:Sf^ofc MgG2£ELISATM5£ 

H MgG(Fc) (Organon Teknika) , £ L THRP-£l tl h kappa (PROTOS IM 

MUNORESEARCH) % W^mShtLXH MgG kappa (The Binding Site) &JgV*fc. 
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mil 



? D — > No. 


t H IgG * (u g/m 1 ) 


1 2* 


1 0. 3 


1 5* 


3 7. 3 


2 0 


5. 6 


4 1 * 


10.0 


5 0 


1. 7 


5 3 


0.3 4 


5 4 


3. 4 


5 7 


5. 5 


6 3 


0.4 9 


8 9* 


7. 0 


9 6 


4. 8 



[0 0 0 2 1] 

.12, 15, 4l£J:tf89£;gtf, dhfr3t^if(Bfc#e>ffi#H&<B^2mc J: S«t#^ 
1, 2^)SV^^i5uM(^)^tM©MTX?:^t^^%c^ I l?lE^5:^b, H»J3®5 



BiUM 2000-3051932 



1 1—0 8 7 9 



t h IgG2 <D±mi± 





t h IgG 
(/* g/m 1 ) 


No. 

(Cel]s/ml) 




(pg/cell/day) 


12-6 


18.2 


3. 


20E+05 


3 


1 9 


15-4 


9 5.3 


3. 


0 0E+0 5 


5 


6 4 


15-12 


6 6.9 


3. 


20E+05 


5 


4 2 


4 1-2 


2 4. 5 


3. 


35E+05 


6 


1 2 


8 5-9 


15.9 


3. 


40E+05 


3 


1 6 


12-5u-96-8 


2 3.6 


5. 


25E+05 


4 


1 1 


15-lu-82-l 


10 7 


7. 


30E+05 


4 


3 7 


15-lu-87-4 


6 7. 1 


5. 


55E+05 


4 


3 0 


41-2u75-4 


19.6 


8. 


2 0 E+ 0 5 


4 


6 


89-2u-2-5 


11.9 


6. 


1 5 E+ 0 5 


4 


5 


89-2u-33-12 


11.8 


6. 


6 5 E+ 0 5 


4 


4 



[0 0 0 2 2] 
[0 0 0 2 3] 

SEQUENCE LISTING 

<110> Japan Tobacco Inc 

<120> Method for preparing antibody 

<130> 
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<140> 
<141> 
<160> 4 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 1507 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (12).. (1400) 



<400> 1 

gaattcggct t atg aaa cac ctg tgg ttc ttc etc etc ctg gtg gca get 50 
Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala 
1 5 10 



ccc aga tgg gtc ctg tec cag gtt cag eta cag cag tgg ggc gca gga 98 
Pro Arg Trp Val Leu Ser Gin Val Gin Leu Gin Gin Trp Gly Ala Gly 
15 20 25 



ctg ttg aag cct teg gag acc ctg tec etc acc tgc get gtc tat ggt 146 

Leu Leu Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly 
30 35 40 45 

ggg tec ttc agt ggt tac tac tgg acc tgg ate cgc cag ccc cca ggg 194 
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Gly Ser Phe Ser Gly Tyr Tyr Trp Thr Trp He Arg Gin Pro Pro Gly 
50 55 60 

aag g gg ctg gag tgg att ggg gaa ate att cat cat gga aac acc aac 242 
Lys Gly Leu Glu Trp He Gly Glu He He His His Gly Asn Thr Asn 
65 70 75 

tac aac ccg tec etc aag agt cga gtc tec ata tea gtt gac acg tec 290 
Tyr Asn Pro Ser Leu Lys Ser Arg Val Ser He Ser Val Asp Thr Ser 
80 85 90 

aag aac cag ttc tec ctg aca ctg age tct gtg acc gec gcg gac acg 338 
Lys Asn Gin Phe Ser Leu Thr Leu Ser Ser Val Thr Ala Ala Asp Thr 
95 100 105 

get gtg tat tac tgt gcg aga ggg gga gca gtg get gcg ttt gac tac 386 
Ala Val Tyr Tyr Cys Ala Arg Gly Gly Ala Val Ala Ala Phe Asp Tyr 
110 H5 120 125 

tgg ggc cag gga acc ctg gtc acc gtc tec tea gee tec acc aag ggc 434 
Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly 
130 135 140 

cca teg gtc ttc ccc ctg gcg ccc tgc tec agg age acc tec gag age 482 
Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser 
I 45 150 155 

aca gcg gee ctg ggc tgc ctg gtc aag gac tac ttc ccc gaa ccg gtg 530 
Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val 
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160 165 170 

acg gtg teg tgg aac tea ggc get ctg ace age ggc gtg cac acc ttc 578 

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe 
175 180 185 

cca get gtc eta cag tec tea gga etc tac tec etc age age gtg gtg 626 

Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val 

190 195 200 205 

acc gtg ccc tec age aac ttc ggc acc cag acc tac acc tgc aac gta 674 

Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr Tyr Thr Cys Asn Val 
210 215 220 

gat cac aag ccc age aac acc aag gtg gac aag aca gtt gag cgc aaa 722 

Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys 
225 230 235 

tgt tgt gtc gag tgc cca ccg tgc cca gca cca cct gtg gca gga ccg 770 

Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro 
240 245 250 

tea gtc ttc etc ttc ccc cca aaa ccc aag gac acc etc atg ate tec 818 

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser 
255 260 265 

egg acc cct gag gtc acg tgc gtg gtg gtg gac gtg age cac gaa gac 866 

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp 

270 275 280 285 
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ccc gag gtc cag ttc aac tgg tac gtg gac ggc gtg gag gtg cat aat 
Pro Glu Val Gin Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn 

290 295 300 



914 



gcc aag aca aag cca egg gag gag cag ttc aac age acg ttc cgt gtg 962 
Ala Lys Thr Lys Pro Arg Glu Glu Gin Phe Asn Ser Thr Phe Arg Val 
305 310 315 



gtc age gtc etc acc gtt gtg cac cag gac tgg ctg aac ggc aag gag 1010 
Val Ser Val Leu Thr Val Val His Gin Asp Trp Leu Asn Gly Lys Glu 
320 325 330 

tac aag tgc aag gtc tec aac aaa ggc etc cca gcc ccc ate gag aaa 1058 
Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro He Glu Lys 
335 340 345 



acc ate tec aaa acc aaa ggg cag ccc cga gaa cca cag gtg tac acc 1106 
Thr He Ser Lys Thr Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr 
350 355 360 365 

ctg ccc cca tec egg gag gag atg acc aag aac cag gtc age ctg acc 1154 
Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gin Val Ser Leu Thr 
37 0 375 380 

tgc ctg gtc aaa ggc ttc tac ccc age gac ate gcc gtg gag tgg gag 1202 
Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu 

385 390 395 
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age aat ggg cag ccg gag aac aac tac aag acc aca cct ccc atg ctg 1250 
Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu 
400 405 410 

gac tec gac ggc tec ttc ttc etc tac age aag etc acc gtg gac aag 1298 
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys 
415 420 425 

age agg tgg cag cag ggg aac gtc ttc tea tgc tec gtg atg cat gag 1346 
Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu 
430 435 440 445 

get ctg cac aac cac tac acg cag aag age etc tec ctg tct ccg ggt 1394 
Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly 
450 455 460 

aaa tga gtgccacggc cggcaagccc ccgctcccca ggctctcggg gtcgcgtgag 1450 
Lys 

gatgettgge acgtaccccg tgtacatact tcccaggcac ccagcaaagc cgaattc 1507 



<210> 2 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: HG2-3-437 
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<400> 2 

gtgtaggtct gggtgccgaa gtt 

<210> 3 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :VH4-21 
<400> 3 

atgaaacacc tgtggttctt cct 

<210> 4 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :CG2-1 
<400> 4 

gctgggtgcc tgggaagtat gta 
[0 0 024] 



2 0 
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1 mitRm** * -pDH502©#|ii£^-3- 0 

2 m&mn.m.&wo)ifitt-%.m.m*7x-t. 



2 1 ffi5E*f$ 2000-3051932 



11—08792 



ilia] 




1 
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[12 0] 



8.0 



& 
\ 

bo 



6.0- 



4.0 



2.0 



1 Oi 



cj "4J ■* £> 4" 



00 - jfnn i ii^iflT Niyifi^iiiiiiiiW]nii N iii mm niffln i^jffn i j 



K.2.2.1 
K2.2. 1/502 



25 50 75 

(?u—is) No. 



100 



2 
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i 
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4f^FffiJS©## 5p/&lli£ mm mo 8 7 9 2 9-^ 

^-WS-^ 59900292419 

m^-g mm jt&t 6 9 9 6 

MB 1¥ 4|28H 

[ffifflB] 3^300 



i 



miiE#2 000-3051932 




1 1—0 8 7 9 



ji-aoooi 

[ffi«#-&] WUl¥#fF®3g 87929^ 

598015316 

im&iWr^ 100102978 

[£fcS'J#-£] 100108774 

[^M^4R#-^] 041092 

4.200R 

[&f£3HfrKS-&] 9905116 



l 
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1 ffisiE#2 000-3051932 



1 1 ¥ #fF ^0 8 7 9 2 9^ 
50000496214 

MM 6 9 9 6 



598015316 

7 6 0 1 

100102978 

Sft*Jfc±?f HJEJnr l-i-l W^o < « bT^/ 6 

100108774 

Mffim±m-fim®r i - 1 - 1 w^o<^tf;i/6 
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as m a m m m m 



Wi^t-B (0 0 0 0 04 5 6 9) 

1. ^M^B 1 9 9 5^ 5J316H 



i 
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ffi m A 



(5 9 8 0 1 5 3 1 6) 
1. ^S^0 1 9 9 7^12|18H 

> 7 6 0 1 



2 
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